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DETAILED ACTION 

1 . The remarks filed 5 May 2008 have been entered. Claims 2-7 and 9-45 are pending. 

Election/Restrictions 

2. Applicant's election of Group 1 in the reply filed on 5 May 2008 is acknowledged. 
Because applicant did not distinctly and specifically point out the supposed errors in the 
restriction requirement, the election has been treated as an election without traverse (MPEP 
§ 818.03(a)). 

3. Claims 1 1 - 45 are withdrawn from further consideration pursuant to 37 CFR 1 . 1 42(b) as 
being drawn to a nonelected invention, there being no allowable generic or linking claim. 
Election was made without traverse in the reply filed on 5 May 2008. 

4. Claims 2-7 and 9 - 10 are under examination and will be searched to the extent that 
they encompass contacting a sample with an agent which binds a polypeptide. 

Priority 

5. Receipt is acknowledged of papers submitted under 35 U.S.C. 1 19(a)-(d), which papers 
have been placed of record in the file. 

Specification 

6. The disclosure is objected to because of the following informalities: 

At pp. 16-17, the specification recites nucleic acid sequence which do not have 
sequence identifiers as required by the sequence rules (37 CFR 1.821 - 1.825). A substitute 
sequence listing may be required if the sequences listed on these pages do not already have 
SEQ ID NOs. See 37 CFR 1 .821 - 1 .825 and MPEP §§ 2420—2426 for more detailed 
instructions on compliance with these rules. 

Appropriate correction is required. 

Claim Rejections - 35 USC § 112 

7. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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Claims 3-4 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The term "stringent hybridisation conditions" in claim 3 is a relative term which renders 
the claim indefinite. The term "stringent hybridisation conditions" is not defined by the claim, the 
specification does not provide a standard for ascertaining the requisite degree, and one of 
ordinary skill in the art would not be reasonably apprised of the scope of the invention. The 
skilled artisan could not determine the degree of stringency required. Additionally, since 
hybridization is a dynamic process that depends on a plethora of factors including but not limited 
to temperature, ionic strength, presence of agents such as dextran sulfate, and washing 
conditions, merely reciting "high stringency" or "low stringency" would be insufficient to 
overcome this rejection. 

Claim 4 is confusing and indefinite because it recites the phrase "said nucleic acid" in 
reference to claim 3. However claim 3 includes multiple nucleic acids: those represented by 
SEQ ID NO:8 and 9, as well as nucleic acids which hybridize to same. It is unclear which 
molecule "said nucleic acid" refers to. In order to clarify this issue, it is recommended that 
applicant amend claim 3 so that one of the molecules in that claim is referred to as "a 
polynucleotide" rather than a nucleic acid. Such an amendment would clarify which product 
"said nucleic acid" refers to. 

8. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 2-7 and 9 - 10 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for methods of detecting polypeptides with the sequence of 
either SEQ ID NO: 10 or 1 1 by contacting samples containing these polypeptides with 
antibodies, does not reasonably provide enablement for detection of any and all polypeptides as 
broadly encompassed by claim 2 or for methods of detecting with any and all agents which bind 
to the polypeptide. The specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the invention 
commensurate in scope with these claims. 
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There are many factors considered when determining if the disclosure satisfies the 
enablement requirement and whether any necessary experimentation is undue. These factors 
include, but are not limited to: 1) nature of the invention, 2) state of the prior art, 3) relative skill 
of those in the art, 4) level of predictability in the art, 5) existence of working examples, 6) 
breadth of claims, 7) amount of direction or guidance by the inventor, and 8) quantity of 
experimentation needed to make or use the invention. In re Wands, 858 F.2d 731, 737, 8 
USPQ2d 1400, 1404 (FED. Cir. 1988). 

Here, the nature of the invention is complex. The claims are considerably broader than 
what is disclosed in the specification, and broader than what could be enabled in the absence of 
undue experimentation. The specification discloses two proteins, SEQ ID NO:10 and 11. The 
examiner concedes it is within the skill of the artisan to detect either of these in samples by 
contacting the samples with antibodies raised against these sequences and measuring the 
degree of binding. The specification discloses that animals which lack ASPP2 protein (SEQ ID 
NO:1 1) could be a model for certain forms of cancer (p. 20 for example). The prior art 
recognizes that ASPP1 (SEQ ID NO:10) expression is decreased in certain cancers (see 
Samuels-Lev et al., 2001, cited on IDS filed 6 April 2005). Thus detection of the proteins of 
SEQ ID NO: 10 and 1 1 is useful. However, what is not enabled is the methods of detecting any 
and all protein variants. Claims 2 and 3 encompass detection of polypeptides which are 
encoded by nucleic acids that hybridize to SEQ ID NO:8 and 9 (which encode SEQ ID NO:10 
and 11). There is no requirement that any particular region of SEQ ID NO:10 or 11 be present 
in the detected polypeptide. Given the genetic code, nucleic acids which hybridize to SEQ ID 
NO:8 or 9 could encode entirely different proteins; there could even be a stop codon within the 
first codons. The nucleic acids would still hybridize and could be as much as 99% identical, but 
the resultant proteins could be quite different in sequence. The specification fails to disclose to 
the skilled artisan how to use a method of detecting a protein other than SEQ ID NO:10 or 11. 
Alberts (1 994. Molecular Biology of the Cell, pp. 1 04 - 1 1 1 ) teaches that the shape of a protein 
determines its function (p. 111 ). Proteins which are of different sequence, and therefore 
different shape and function, from either SEQ ID NO:10 or 11 would not be expected to have 
the same expression pattern or function as these two proteins. Thus the artisan would have to 
determine, on his or her own, what methods of detecting these variants could be used for. The 
same logic applies to claim 4, which can be construed as encompassing detection of proteins 
encoded by nucleic acids that hybridize to SEQ ID NO:8 or 9, and to claim 5, which 
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encompasses methods of detecting any and all protein variants, which require no particular 
degree of sequence identity to SEQ ID NO: 10 or 1 1. 

The specification also does not enable the full scope of "an agent which binds said 
polypeptide" as recited in claim 2 part (ii). The examiner concedes it is within the skill of the 
artisan to make an antibody, as recited in claim 6, to a given protein sequence. However, the 
term "agent which binds said polypeptide" is unlimited by structure. The specification fails to 
disclose to the artisan the full scope of the agents, and does not teach the public which 
structures are necessary for binding to the protein. Thus in order to make the full scope of the 
starting materials required for the methods of claims 2-5, the artisan would have to determine, 
on his or her own, what structures are required. The specification discloses no examples of 
such agents other than antibodies, and fails to provide sufficient guidance as to how to make 
the structures. The claims are akin to a single means claim, i.e., where a means recitation does 
not appear in combination with another recited element of means and is subject to an undue 
breadth rejection under 35 USC 112, first paragraph because the specification at most would 
only disclose those means known to the inventor at the time of the invention, see in particular 
MPEP 2164.08(a). 

Given the breadth of the claims, and the lack of disclosure and working examples 
commensurate in scope with the full breadth of the claims, the skilled artisan would have to 
resort to a very large degree of experimentation in order to practice the entire scope of the 
claimed methods. Because there is not sufficient guidance as to how to make and use the full 
scope of the invention, the very large degree of experimentation required would be undue. 

9. Claims 2-7 and 9 - 10 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in 
the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a written description rejection. 

The starting materials required for the methods of claims 2 - 3 and 5 have not been fully 
described by the specification. Specifically, while the specification discloses the nucleic acid 
sequences of SEQ ID NO:8 and 9, and the protein sequences of SEQ ID NO:10 and 11, the 
specification fails to disclose the sequences of any and all proteins encoded by nucleic acids 
which hybridize to SEQ ID NO:8 and 9, and fails to disclose the sequences of proteins which 
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differ from SEQ ID NO:10 or 1 1 "by addition, deletion, or substitution of at least one amino acid 
residue" as recited in claim 5. Since the claims instruct the skilled artisan to contact a sample 
with an agent that binds to one of these proteins, the proteins themselves must be described in 
order for methods of detecting them to be considered described. 

As mentioned in the rejection under 35 (JSC 1 12, first paragraph, for lack of enablement 
commensurate in scope with the claims, the specification does not describe the structure of 
proteins which are encoded by nucleic acids that hybridize to SEQ ID NO:8 or 9. Given the 
specificity of the genetic code, changing just a small percentage of the nucleotides could result 
in a completely different protein. For example, changing every sixth nucleotide could result in a 
protein which could be only 50% identical at the amino acid level, but the nucleic acids would 
still hybridize as they would be about 85% identical. Deletion of a single nucleotide near the 
beginning of the protein-encoding region would result in a frameshift mutation that would result 
in a radically different protein, even though the nucleic acids would share almost 100% identity. 
The specification fails to disclose the structures of these proteins, and does not disclose partial 
structures common to all members of the genus. Additionally, the specification fails to disclose 
the structure of any and all protein variants as recited in claim 5. Note that there is no upper 
limit on the number of amino acid changes, so claims 2 and 5 encompass methods of detecting 
any possible protein sequence. 

Applicant's attention is directed to the newly-released guidelines on interpretation of the 
written description requirement, available on the internet at 

http://www.uspto.qov/web/^^ Note particularly example 9 beginning on p. 31 of 

that document, which is drawn to protein variants. The situation is analogous to that of claims 2 
- 3 and 5, which encompass methods of using protein variants that have not been disclosed or 
sufficiently described in the specification. 

Additionally, the specification fails to describe any and all agents which bind a 
polypeptide, as recited in claim 2 part (ii). While antibodies (recited in claim 6) have been 
described, the full genus of "agents" has not been described. The specification provides no 
examples of such agents beyond antibodies, and does not disclose partial structures common 
to all members of the agents. The skilled artisan could not reasonably conclude, based on the 
specification, that applicant was in possession of any protein-binding agents other than 
antibodies, or methods of using such agents. Thus claim 2 is not fully described for this reason 
as well. 
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The remaining claims are rejected as they depend from a rejected base or intermediate 
claim for the reasons described above. 

Claim Rejections - 35 USC §102 

10. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

Claims 2-7 and 9 - 10 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Anderson (WO 00/52143, published 8 September 2000). 

Anderson teaches methods of contacting samples containing neuronal progenitor cells 
with agents (specifically antibodies) that bind to said cells and measuring the degree of binding. 
See for example p. 3 third complete paragraph - p. 8 line 3. See also p. 21 - 22 for a more 
detailed description of the methods of detecting and sorting cells. While the reference does not 
explicitly teach using antibodies that bind to SEQ ID NO:10 or 11, claims 2-3 and 5 are 
sufficiently broad that they encompass using antibodies that bind to any protein of any 
sequence. Note in particular instant claim 5 allows for using an agent (or antibody) that binds to 
"SEQ ID NO:10 or 1 1 wherein said sequence has been modified by addition deletion, or 
substitution of at least one amino acid residue" (emphasis added) As there is no upper limit on 
the number of changes in the polypeptide sequence, the claim encompass detection of any 
protein of any sequence. Thus the reference by Anderson anticipates claims 2-3 and 5. 
Claim 4 is included in this rejection as it can be construed as being directed to detection of 
proteins encoded by nucleic acids which hybridize to either SEQ ID NO:8 or 9. Note there is no 
degree of identity recited at either the nucleic acid level or amino acid level. Furthermore even 
though the proteins detected by Anderson are completely different from SEQ ID NO:10 and 11, 
there will be some degree of hybridization between the nucleic acids encoding the proteins 
detected by Anderson and SEQ ID NO:8 and 9, as all nucleic acids are comprised of G's, which 
hybridize to C's, and A's, which hybridize to T's. Thus claim 4 is sufficiently broad that it reads 
on detection of essentially any protein sequence. 

Claim 6 is anticipated as Anderson teaches antibodies. Claim 7 is anticipated as the 
antibodies are monoclonal (see p. 21 3 rd paragraph). Claims 9 - 10 are anticipated as the 
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antibodies have means which enable their detection, specifically they have lgG1 epitopes which 
allow for binding of secondary antibodies coupled to phycoerythrin, which is a fluorescent 
marker as recited in claim 10. 

Claim Rejections - 35 USC § 103 

1 1 . The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 2-4, 6- 7, and 9- 10 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Lev-Samuels (Mol. Cell 8:781 - 794, 2001, cited on IDS filed 6 April 2005) in 
view of Louis (Journal of Neuropathology and Experimental Neurology 53:11 -21, 1994). 

Independent claim 2 and dependent claim 4 can be construed as encompassing 
methods of detecting proteins encoded by SEQ ID NO:8 and 9 (i.e., the proteins of SEQ ID 
NO:10and 1 1 ) in certain specific samples. The specification discloses (p. 14)thatASPP1 is the 
protein of SEQ ID NO:10 and is encoded by SEQ ID NO:8, while ASPP2 is the protein of SEQ 
ID NO:1 1 and is encoded by SEQ ID NO:9. Lev-Samuels teaches methods of contacting 
samples comprising cells with antibodies against ASPP proteins; see for example Figure 4E 
which shows visual evidence of detection, p. 792 last complete paragraph for description of 
making monoclonal antibodies that bind to ASPP1 and ASPP2 (note this is on point to claims 6 
and 7), and p. 793 second column for description of the protocol of detecting ASPP proteins in 
cells. The reference teaches methods of using fluorescently-labeled second antibodies (p. 793) 
for detection, which is on point to claims 9 and 10, as these are means which enable the 
detection. Lev-Samuels indicates that mRNA encoding ASPP1 and ASPP2 is decreased in 
many breast cancers that express wild-type p53, suggesting to the artisan of ordinary skill that 
decreased levels of ASPP1 and ASPP2 protein would be indicative of the presence of cancer in 
these tissues. The reference by Lev-Samuels teaches every element of claims 2 - 4, 6 - 7, and 
9-10, except that Lev-Samuels does not explicitly teach performing the detection assay with 
samples comprising either nerve cells or nerve progenitor cells as recited in claim 2. 

Louis teaches that although some types of brain cancer display mutations in p53, many 
forms of brain cancer do not have such mutations. That is, the cells remain wild-type at the p53 
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locus, even though they are tumor cells; see for example p. 16 second column and p. 17. This 
indicates to the artisan of ordinary skill that assays to detect p53 mutations in samples from 
these tumors would not be useful to determine if the tissue is in fact cancerous. Rather, the 
artisan of ordinary skill would understand that other proteins must be used in any assay to 
diagnose whether or not tissue suspected of being cancerous is in fact cancerous. However 
Louis does not explicitly teach methods of detecting ASPP1 or ASPP2, i.e. the proteins of SEQ 
ID NO:10 and 11. 

It would have been obvious to one of ordinary skill in the art to modify the method of Lev- 
Samuels and use samples comprising neurons (i.e. nerves) rather than other tissue as taught in 
the Lev-Samuels reference. The motivation to do so would be to determine if a tumor sample 
suspected of being cancerous is in fact cancerous, and this motivation comes from the 
references by Lev-Samuels and Louis. Lev-Samuels teaches that mRNA encoding ASPP 
proteins is decreased in samples from tumors that are wild-type at the p53 locus, and also 
teaches how to perform the specific steps set forth in claims 2 - 4, 6 - 7, and 9-10. Louis 
indicates that many brain tumor samples are wild-type at the p53 locus, providing the artisan of 
ordinary skill a reasonable expectation of success in repeating the steps set forth in Lev- 
Samuels on brain tumor samples. Performing such a modification would provide the artisan of 
ordinary skill with a method of diagnosing the presence of brain cancer, which would allow for 
development of appropriate therapeutic strategies. 

Conclusion 

12. No claim is allowed. 

13. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to DANIEL KOLKER whose telephone number is (571)272-3181. The 
examiner can normally be reached on Mon - Fri 8:30AM - 5:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker can be reached on (571 ) 272-091 1 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you 
would like assistance from a USPTO Customer Service Representative or access to the 
automated information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Daniel E. Kolker, Ph.D./ 
Patent Examiner, Art Unit 1649 
July 7, 2008 



